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JOSE LUIS REYES VILLAMIZAR, identificado como aparece al pie de mi firma,
reconocido apoderado del opositor en el tramite de la referencia, estando dentro
de los téminos de la prémoga solicitada, por medio del presente escrito me
pemito ratificar y sustentar los argumentos del escrito principal de oposicion,
también radicado dentro del plazo de ley ante esa entidad.

I. RATIFICACION

Reitero a su Despacho ia solicitud de negar el beneficio patentario para la totalidad
de las reivindicaciones contenidas en el expediente en referencia, por los
argumentos expuestos en el escrito de oposicion presentado en 04/07/2008.
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Lo anterior, en tanto es evidente que el compuesto de formula (I) o una sal
farmacéuticamente aceptable del mismo, una composicion fafmacéutica que lo
contiene junto con un vehiculo adecuado, el método de tratamiento y el proceso
de obtencion revelados en la solicitud colombiana 04-117-654 en tramite carecen
de nivel inventivo. En efecto, el compuesto de férmula (l)

0 R!
N
6 W
R? 0

Rt ton sus respectivos sustituyentes X= CH; u O;

Ri—{

Cuando X es O, Ray Rs y/0 Rs y Rs juntos pueden ser un grupo metilendioxi de la

R;‘ 0.3

AN
-'t.
formula R* 07% es muy similar a los compuestos revelados en la publicacion

internacional WO87/19950 titulada “Topiramate Inmunoassay, as well as analogs
and antibodies”, ya que se describen analogos de Topiramato de la siguiente

férmula:
QT
o )
FEY—T O\ L
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‘; CHy

Tanto en el compuesto revelado en las reivindicaciones 1 y 2 de la solicitud
colombiana como en el descrito en la pagina 3 de la citada publicacion
internacional, los compuestos en una y otra son practicamente idénticos puesto
qgue ambos contienen en su estructura la presencia de dos grupos metilendioxi, un
grupo D-fructopiranosa, y una cadena de tipo sulfamato siendo la Unica diferencia
el radical R, sefialado en color naranja, ya que no coinciden en el tipo de
sustituyente.

De igual manera, la reivindicacién 24 de la solicitud que nos ocupa, en tanto los
compuestos mencionados en ésta son derivados 0 analogos de Topiramato,
también se encuentran anticipados en la solicitud intemacional WO 97/19950
puesto que se refiere a compuestos derivatizados o analogos de Topiramato por lo
tanto, le resta por completo nivel inventivo a los compuestos de la solicitud
colombiana en tramite.
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Por su parte, la solicitud internacional WO 95/17408 publicada en junio de 1995,
revela compuestos de férmula (I) los cuales son potentes farmacos

~\, CH,0SO.NR;R,
e Qo Rs @
® 70 O
R Ry

anticonvulsivantes Y que son muy
similares a los compuestos de formula (I) de la solicitud colombiana

0
con sus respectivos sustituyentes X=

CHu O;
Cuando X es O, R3y Rs y/o Rs Yy Rg juntos pueden ser un grupo metilendioxi de la

férmula puesto que uno y otro contienen en su estructura la presencia

de dos grupos metilendioxi y una cadena de tipo sulfamato siendo la uUnica
diferencia la ausencia de un grupo O sefialado en color rojo en los compuestos de
la solicitud WO 97/17408, por lo que se designan en dichos documentos como
Pseudofructopiranosa suifamatos.

Il. COMPLEMENTO DE INFORMACION

En adicién a lo expuesto en el punto precedente y en el escrito inicial de oposicion,
ruego al Despacho se sirva tener en cuenta los siguientes argumentos:

La patente europea EP 0 138 441 “ANTICONVULSIVANT SULFAMATE
DERIVATIVES” publicada el 24 de abril de 1885 y con prioridad US 53475 de 25-
08-1984, revela sulfamatos de férmula (1) que exhiben actividad anticonvulisivante
y son usadas en el tratamiento de condiciones tales como epilepsia, también
describe composiciones farmacéuticas que contienen compuestos de férmuia (1)
asi como métodos para su uso e intermediarios.

‘ad
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Resulta interesante establecer una comparacion detallada entre dicha patente y la
solicitud colombiana en tramite, asi:
EP 0 138 441 (24-04-1985) Solicitud Colomblana 04-117-654
Rv 1: Rv1:
Sulfamatos de la siguiente formula (1): Un compuesto de formula (1)
Q R'
o li Nf
r—X_ CHO80,NHR, - o X N,
= R 0o R
Hy U R3
—{ 'R ()
R, R, R® x

en donde: X= 0O 6 CH;;, R1= H o alquilo;
R2, R3, R4 y R5=H, alquilo inferior.

Cuando X es O, R; ¥ R; y/o R, ¥y R; juntos
pueden ser un grupo metilendioxi de la

en donde: X= CH, u O; R1= H, alquilo,
alquenilo, alquinilo, cicloalquilo... entre otros
R2= Hidroxi,
alquinilo, cicloaiquilo... entre otros

Cuando X es O, R; ¥y Ry y/0o R; y Rg juntos

alquilo, alcoxi, alquenilo,

pueden ser un grupo metilendioxi de la

formula formula
— R o
R clo XD &
R_'/ “o— o 0__.::‘_
Luego de algunas sustituciones tenemos: Rv 2:

R1=H o alquilo

El compuesto de conformidad con la
reivindicacion 1, caracterizado ademas
porque es de férmula (It)
R1

\
o

(o]

0‘\-
0 -—of
owr Q
\\\ —
(o) (o]

Donde R1= H, alquilo, alquenilo, alquinilo,

1l

cicloalquilo... entre otros
R2= Hidroxi, alquilo,
alquinilo, cicloalquilo... entre otros

alcoxi, alquenilo,

28L



EP 0 138 441 (24-04-1985)

Solicitud Colombiana 04-117-654

Rv 9: Rv 14:

Una composicidon farmacéutica que|Una composicibn farmacéutica que
comprende un sulfamato de cualquiera de | comprende un portador farmacéuticamente
las reivindicaciones precedentes y un|aceptable y un compuesto de Ia
vehiculo farmacéuticamente aceptable. reivindicacion 1.

Rv 13: Rv 23:

Un método para fabricar un sulfamato de | Un procedimiento para la preparacion de un
acuerdo con la reivindicacién 1. compuesto de féormula XXa (que

RvéyT7:

corresponde a Topiramato)

El sulfamato de férmula (l) es seleccionado
del grupo de varios compuestos, entre los
que se encuentra:
2,3:4,5-bis-O(1-methylethylidene)-B-D-fructo
pyranose sulfamate (Topiramato)

Una simple observacion de los esquemas anteriores pemmite concluir que, tanto los
sulfamatos de formula (I) de la EP 0 138 441 como el compuesto de formula (l) de
la solicitud colombiana en tramite y teniendo en cuenta por supuesto las
sustituciones pertinentes son “idénticos” puesto que ambos contienen en su
estructura la presencia de dos grupos metilendioxi, un grupo D-fructopiranosa, una
cadena de tipo sulfamato, y el Nitrégeno se encuentra sustituido por un radical H y

por un radical alquilo.

De igual manera, es importante resaltar que, la publicacion europea también
revela un método de obtencidn de estos sulfamatos que si bien es cierto no es
igual al revelado en la solicitud colombiana, no lo es menos que por ambos
métodos pueden obtenerse sustancias como “Topiramato®

Lo expuesto supone que la existencia de los compuestos revelados en la
publicacién europea EP 0 138 441 le resta por compieto nivel inventivo a los
compuestos de la solicitud colombiana en tramite, en tanto unos y otros son
derivados sustituidos de sulfamatos y estructuralmente son “idénticos”, ademas,
que describe un método que pemite obtener “topiramato®, entre otros
compuestos.

h



Il. PRUEBAS

Ruego que se tenga como tal, sin perjuicio de que el Despacho considere
oficiosamente y de las ya aportadas por el suscrito, la siguiente:

e Publicacién europea EP 0 138 441 de junio abril 24 de 1985, paginas 1a 1

Sefior Superintendente,

/—\ |" -
JOSE LUIS REYES VILLAMIZAR

C.C. 79'152.473 de Usaquén
T.P.A. 44.655 del C.S.J.

]
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ARTICONVULSANT SULFAMATE DERIVATIVES

Eulfanates of wvarious structures, including those derived
from monosaccharides are described in references such as
N.K. Kochetkov et al in Zhurnal Obshchei Rimii, vol. 41,
Ro. 8, 1866 to 1871 (1971), Vol. 42, No. 12, 2755 to 27157
(1972) and Val., 44, No. 4, B71 to 875 (1974) and in
Doklady Akademii Nauk SSR, Vol. 216, No. 1, 97 to 100
(1974); %. Tsuchiya et al., in Tetrahedzon Letters,
No. 36, 3365 to 3368 (1978): and A.F. EBirsch in Journal of
Medicinal Chemistry, 24, 901 ¢to 9503 (1%8l1) and UD.S.
Patent 4,075,381,

Sumayv of the Invention

It has been found that sulfanates of the followving fornula
(1) ' o080 0m,
" {1)

n R

wherein X is O or (B; and Ry, R, K3, R, and Ry are as
hereinafter defined, possess anticonvulsant activity in
mammals and are thus vseful in treating ‘dipeass states
sach as apilepsy and glaucoma. Also part of the present
invention are pharmaceutical ocompositions containing one
or more sulfamates of formmla (I) as well as methods for
the treatment e.g., prevention, of convelsions.using such

" conpositions.

%
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'neni:l.ed' pescription of the Invention

The sulfamates of the invention are of the !ollouln-g

formula (1)
5 Quﬁﬂmﬂl (1)
Ry
L
. n R
wherein
10 X is CH; or oxygem

(e.g. c1 to C, allyl); )
R, is hydrogen or alkyl/ and

Ry, Ry, R, and Ry are independently bydrogen or lower
18 alkyl (e.g. C; to C, aliyl), and, when X is G, R, and R
may be Jjoined to form a benzene ring and, when X is
oxygen, R; and Ry and/or R, and R; together may be a
Bethylenedioxy group of the following fornula (II):

20 . (11)
| R
. o So-
vherein -
as~ Rg and Ry are the same or different and are hydrogen,

lower alkyl or are alkyl and ars Joimed to fora a
cyclopentyl or cvelohexyl ring. )

R, 1s prefershly mnganornky1nc-imt1m4
30:- "r_efubon. such as methyl, ethyl and ) iso-propyl. Alkyl

throughout this lpocul.eat:lon includes ltralght and
branched chain alkyl. BOpecific alkyl groups for R;. Ry,
"Ry ¢ Rge Ry 8N Ry include methyl, ethyl, iso-propyl and n-
*propyl. When X is Oiy;, R, and Ry may combine to form a

. . . . -r g
- — T

Pt e ——— e et —— 8 &

e e - e T Sl - e e ey
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"benzene ring fused to the 6-nanbered X-containing ring,

i.e., R, and Ry are defined by the alkatrienyl group =CR-
CRaCH=CR=,

A particular grounp of compounds of formula (I) is that
vherein X is ozygen and both R, and R; and R, and R,
together are methylensdioxy groups of the formvla (II)
vherein R; and R, are both hydrogen, both alkyl or combine
to form a spiro cyclopantyl or eyclohexyl ring, in
particular wvhere Ry and Ry are both alkyl such as methyl.
A second group of compounds is that vherein X is CH, and
R, and R are Jjoined to form a benzene ring, A third

group of compounds of formula (I) is that wvherein both R,
and R; are hydrogen.

The compounds of formula (I) nmay be synthesized by the
following methods:

a) Reaction of an alcohol of the formula RCH,OR with a

- chloresulfanate of the formula ClEO,FH, or C1E0,MAR, in

the presence of a base such as potassium t~-butoxide or
sodium hydride at a temperature of about -20 to 25°C and
in a solvent such as toluene, MF or dimethylformanide
vherein R is a moiety of the following formula (1I1):

{111)
R,
<X

L

b} Reaction of an aleohol of the formula RCH,0H with
sulforylchloride of the formula BO,Cl, in the presence of
a base such as ur!.ethy:lnlm o pyridine at a temperature
of about ~40 to 25'6 "in a solvent such as diethyl ethet
or nmethylena dlloride to produce a chlorosulfate of the
formula RCH,080,Cl.

o

0138441
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The chiorosulfate of the fornula FCH,060,C1 may then be

reacted with an snine of the fornula R;Wi,; at a tenpera-
ture of about -40 to 25°C in a solvent such as methvlene
chloride or acetonitrile to produce a compound of formula
(I). The ruaction conditions for b} are also described bw
*. Tsuchiya ot al in Tet. Latters, No. 36, p. 3365 to 3368
(1978).

c) Reaction of the chlorosulfate RCH,080,C1 with a netal
azidé such as sodiumn azide in a solvent such as nethvlens
chloride or acetonitrile yields an azifdosulfate of the
formula RCH,080,0, as described by M. Hedayatullah in Tet.
Lett., p. 2455-2458 (1975). The asidosulfate is then
reduced to' a compound of fornula (I) wherein R, is
hydrogen by catalytic hydrogenation, e.g. with a noble
Detal and H, or by heating with copper metal in a solvent
such as methanel. :

The starting materials of the formula RCH, OH may be
obtained commercially or as known in the art. For
example, starting materials of the formula RCH,OR vherain
both R, and R; and R, and Ry are jidential and are of the
fornula (II) may be ebtained by the method of R. F. Rrady
in Carbohydrate Research, Vel. 15, p. 35 to 40 (1970) or
by reaction of the trimethylsilyl emol ether of a R ,COR,
ketone or aldehyde with fructose st a tamperature of about

. 2%°C in a solvent such as a halocarbon, e.g, methylene

chloride in the presence of a protic acid such as
hydrochloric acid or & Lawis Acid such as zinc chloride.
The trinmethylsilyl encl ether reaction is described by G.
L. Larson et al in J. Org. Chen. Vol. 38,- B0, 22, P.
3935 (19731). '

Further, carboxylic scids and aldehydes .of the formulae
RCOOH and RCHO may be reduced to compounds of the formula
RCH,0M . by standard reduction tschniques, e.9. reaction

l‘"
.
i
I
1

—
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vith lithiun aluminum bhydride, sodivm borohydride or
borane-THF conplex invan inert solvent such as diglynme,
THF or toluene at a temperatore of about 0 to 100°C, e.g.,
as described by RA. O, Rouse in "Nodern Bynthetic
Reactions", 2nd Ed., pages 45 to 144 (1972).

The ocompounds of the invention include the various
individual isomers as well as the racenates thereof, e.q..
the wvarious alpha and beta sttachments, i.e., bslow mnd
above the plane of the drawving, of Ry, Ry, R, and R; oOn
the 6&-nembered ring. Preferably, the oxygens of the
nethylensdioxy group (II) are attached on the sane side of
the é-mnembered ring.

The conpounds of formula (I) are useful as anticonvulsant
agents. The anticonvulsant activity of the subject
conpounds was determined using a standard “"maxinal
electroshock test®™ (MES), In this test, activity is
indicated by a block of the tonic extensor seisure caused

by application of an electric shock to nice via corneal .

electrodes, as described by Bwinyard et &2 in
J. Pharmacel. Fxptl. Therap. 106, 319 (1952), and recorded
as 8 block. A nore recent description of current
anticonvulsant drug screening is given in Bwinyard et al

in Epilepsia 19, 409 (195708). o

The anticonvulsant activity of compounds of this invention

tested according to the Swinyard (1952) wmethod is shown in
the following Table Is

. - L o - -.__.-&F .

-—

-
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TABLE X
Exanple Conpound MES test ED., *(mg/kq, 1.p.)

s 1 ,: 1935
2 G:'""""" . 270

10
3 'ﬁ” 26
SN e atw
-8 Gy
15
) .
-4 0‘$ z'[jc:, 708 block at 200 mg/kg, i.p.
ﬂlg.l_ b
o,
T 20
S 55
u,.'.l’-
25
b1}
* Unless otherwiss noted. .
3s .
For treating epilepsy, a compound of formula (I) may be
HH=-399 eoployed nt a daily dosage in the range of abont 30 7]
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2000 ng, usually in 2 to 4 divided do'uu. for an average
adult hunan. A unit dose would contaln about 10 to 500 ng
of the active ingredient.

In general, compounds of formula (1) may be used in
treating epilepay in a nanner similar to that used for
phenytoin., Medical aspects of the treatment of epilepsy

are described by L.EB. Goodman et al in “The Pharmaco-

logical Basis of Therapentics®, 5th H. pages 201 to 226,
Macmillan (1975).

Further, compounds of formunla (I) are inhibitors of
carbonio anhydrase, as deternined by the methods described
by 6. J. Dodgson et al in the Proc. Natl. Acad. S8ci.,
U.8.A., 77, pages 5562 to 5566 (1980) o by N. Itada et al
in the Journal Biocl. Chen., 252, pages 3881 to 3890 (1977)
and as such, are useful in the treatment of glancoma. The
relationship between the treatment of glaucoma and
carbonic anhydrase inhibition is described by A. Stein et

al in the American Journal of Opthalmology, 95:222-228

(1983). For the treatment of glavcoma, a compound of
formula (I) may be administersd systemically, e.g9. by eral
or parenteral rouotes as described below, or topically in
the eye in a nineral oil solution or suspension, or
aguecus suspension. When uvsed systemically, the compound
would be adninistered in an smount of about 50 to 500 =g
pPer day for an average adult homan, vhile the topical
dosage would be about 1 to ) drops (per eye) of a solotion
or suspension containing about 1 to 3% by weight of a
conpound of formula (1) with the dosage being adminstered
about 1 to 4 tines per day.

To prepare the pharmacentical compositions of this
invention, one or more sulfamate compounds of formola (1)
ara intimataly adnmixzed with a pharmaceutical carrier
according to conventional pharmaceutical conpounding

>

&
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techniques, vhich carrier may take a wide variety of forms
depending on the £fora of preparation desired for
adninistration, e.g., oral, by suppository, or parenteral.
In preparing the conpositions in oral dosage form, any of

. the usual nnme.nueu nedia may be anployed. Thuas, for

liquid oral p'upnntl.onl. such as, for example, suspen-
sions, elixirs and solutions, suitable carriers and
additives include watsr, glycols, olls, alcohols,
flavoring agents, preservatives, coloring agents ‘and the
l1ikej for solid oral preparations soch as, for example,
powders, capsules and tableta, snitable ecarriers and
additives include starches, sugars, diluvents, granulating
agents, lubricants, binders, disintegrating agents and the
like. Recauss of their esase in adniniatration, tablets
and capsules represent the nost advantageons oral dosage
anit form, in vhich case solid pharmaceuntical carriers are
cbvicusly employed. 1£ desired, tablets nmay be wsugar
coated or enteric coated by standard techniques.
Buppositories may be prepared, in vhich case cocoa butter
conld be used as the carrier. For parenterals, the
carrier will usoally comprise sterils water, though other
ingredients, for example, for purposes such a8 alding
soluobility or for preservation, mnay be included.
Injectable suspensions may also be prepared, in vhich case
appropriate liquid carriers, suspending agants and the
like may be erployed.

The pharascestical G'-puitlm herein will contain, par
dosage unit, o.g...tlbht.- npnh, powder, injection,
teaspoonful, upponitory and the like, from lbout 10 to
about 500 mg of the lct!.n “ingredient,

The foregoing mpoutionl are particnlarly suitable for
use in the treatment of epllepsy or the synptons of
epilepsy by a method comprising interaally administering
to. a subject souffering from the symptoms of epllepsy

7
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eonpuit.iom comprising an effective epilepsy inhibiting
amount of a compound of formula (I).

Also part of the present invention are intermediates of

In the following Examplas and throughout the specification
the. following abbreviations may be used: ¢ (grams); n}
{milliliters); mnin (minutes); hr (boors); mol (moles); on
(centimeters)y v/v (volune to volune); mp (melting point')l
TIC {(thin layer chromatography); MR (nuclear nmagnetic
resonance): IR (infrared); DMP (d{methylformanide); THF
(tetrabydrofuran); and C, A, N, etc. {the chenical synbols
for the elements).

Exenple 1

{Tetr ro—28 an-2=-v] )methane sulfanate

7o a cold solution (=5°C) of tetrahwdropyran-2-methancl
(2.33 g, 0.02 m0l) iIn I (40 nl) wvas added 50% olly
sodiom hyiride (1.17 g, 0.024 mol as WaR). After stirring
for 45 min, sulfancyl chloride (3.42 g, 0.03 mol) vas
added and the stirring continued for an additienal 45 min,
at =5°C. The reaction mizture wap poured into cold water
and extracted with chloroforn. The organic layer was '
dried (May80,) and the solvents were removed under vacuon
to give & syrup which was dry column chromatographed
(eluted with sthyl acetatechezane, 411 v/v) to give pure
(totnhyilm—i!l—pyrm—:-yn methanesulfamate as a-pals
yellow syrup, IR;{CuClg) 1180 cn™! and I370 cm™}-

29Y
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(1-Nethylcyclohexvl inethane sulfanate

To & cold solution (=4°C) of (l-methyleyclohexyl)nethanol
(6.2 g, 0,048 wol) &in DMP (90 nl) vas added 508 oily
sodium hydride (2.81 g, 0.059 mol as RaH). After atirring
. for 1 hr, sulfsmoyl chloride (7.82 g, 0.062 mol) was ndded
and the stirring was continoed for an additional 30 min at
~4°C. The reaction mixturs was ponred into eold water and
extracted with toluens. The organic layer was dried
(NajR0,) and the solvents were reroved ‘under vacumn to
give a syrup vhich crystallized upon cooling. Recrystal-
lization from chloroform/hexzane gave pure (l-nmethyleyeclo-
hexyl)nethana sulfamate, mp 40°-42°C.

Exanple 3 " eyay

. h‘q t
\2,314,5-Bis-0-{1-methvlethylidene)-8-D-£ruc anose
pulfanate

20 a cold solution (=-4°C) of 2,314,5-4i-0-isopropylidens-
B=£fructopyranoss (75 g, 0.29 mol) in DAF (725 nl)} wvas
added 508 gily.sodium hiZilie (16.34 g, 0.34 mol as Kam).
After stirring for 90 min, sulfamoyl chloride (34.9 g,
0.48 mol) was added end the stirring continued for an
additional 3.5 hr at that temperaturs, The reaction
nixture wvas poured into cold wvater and extracted with
toluene, The-érganic layer was dried (Na,80,) and the
solvents removed under vacmm to give a syrup .which
crystallized immediately. Recrystallizatioh frem'
ethylacetate/hexane gave.pure 2,3:14,5-bis~0-(l-Bethyl-
ethylidene)-8-D-fructopyranose sulfamate, mp 125°-126°C.
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- £1,2,3 A-Tetrshydro-2-naphthalenyl)nethyl sulfanic acid

(6.6 g, 0,057 mol) was added and the stirring continued

methyl sulfamate

A soluticp of sulfonyl chloride (93 al, 1.15 mol) in
nethylene chloride (100 ml) was adSed dropwise to a cold

- solution (~35°CY of 2,3:4,5-01-0-isopropylidene—g-p-

fructopyranose (150 g, 0.58 mol) in methylene chloride
(400 ml} and pyridine (150 ml}), The reaction mixture was
sllowed to stir and wvarmm to room temperature (25°C)) it
was stirred for an additional 2 hr. Solvents were renoved
under vacuun. The resulting seni-solid was dissolved in
anhydrous acetonitrile (35 g, 150 nl) and methyl anine was
bubbled in. The reaction mixzture wvas tightly stoppered
and solvents renoved under vacuum, The resulting syrup
vas subjectad to liquid chromatography (dry colunn ethyl
acetatezhexane, 4:11) yielding a light yellow syrup,
2,3:4,5-bis~0~(l-methylethylidens)-$~-D-fructopyrancse
asthylsulfanate, vhich wvas homogeneous by TLC and 1B mmR.

Example S

ester .

To a clé solution (-5°) of (1,2,3,4=tetrahydro-2-
nephthalenylimathanol (7.1 g, 0.044 mol) in DiP (80 ml)
was added 3508 oily sodiom hydride (2.56 ¢, 0.054 mol as
NaR). After stirring for 45 nin, svlfanoyl chloride .

for an additional 95 min at -3°C. The reaction mixture
was poured into cold water and extracted with toluene.
The organic layer was dried (Ea,50,) and the solvents
removed undar vacumm to give a syrup which crystallized
imnmediately. Recrystallization frem chloroform/hexane
gave pure (1,2,3,4-tetrahydro-2-naphthalenyl Juethyl
sulfanic acid ester, mp 108-109°C, as a wvhite solid.
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_ CLADB:
1. A sulfamate of the follewing formumla (I):
-3 R CH,O0SONHR | (I)
) n.
Ry, R,
. _ wherein )
10 X is CE, or oxygen;
R; is hydrogen or alkyl; and
Ra. Ry, R, and R, are independantly hwirogen or
15 lover alkyl and, vhen X is CH,, R, and Ry may be
"4oined to form a benzene ring and, vhen
% is exygen, R; and Ry and/or R, and R together may
be a2 methylenedioxy group of the following formula
{II)2
20
. A Wl (11)
N ' \o- .
- wvherein - )
L Rg and R, are the same or different and are hydrogen,
e as :I.wunkﬂurlndkylmﬂnnjoineﬂbﬂmn
cyclopentyl or qe.l.nhe:yl. r!.ng.
Z. The sulfamate of Claim 1, = -
g wherein . -
30 LR T et ‘.:".-'."," L
%. = X is umm andl AR - R
= R, and Ry and R, and R, together are methylenedioxy
- groups of the foraula (II).
:;. ) - - — L)
' MR-399 B
2 s , .
» . ____-_’.___ - - % ..—".L.“-:.‘;*;:.ﬁ‘

*‘. * b | I, -

B ] - - e =t @ = et

caze - 0438441

i)

%R
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3. The .mlfmte of Clain 1,
wharein
X is CHy; and
5
R, and Ry ars joined to form-a bensene
xinn..
4. -'me sulfanate of Clain 3,
10

wvherein
Ry and Ry are hydrogen,

15° 5, The sulfemate of Claim 1, vherein said alkyl growp for
R, is alkyl of about 1 to 4 carboas; said lower slkyl
group for Ry, Ry, R, and Ry is alkyl of about 1 to 3
carbons; and said lower alkyl for R; and R, is alkyl of
about 1 to 3 carhons.

. 6. The sulfamate of Clain 1, vherein said sulfanate of
.-+ formula (I) is selected from the group consisting ofs

(tetrahydro-2R-pyran—-2-yl)aethane sulfanatej;
:s - . -t.. ‘: 2
u-uethylcﬁlohezyl:)nethlne ul!mte: :

[ e « "'I-‘.i‘ﬂ R

.— 2,314 s—bh—o—u-nt.hyhthyluml-l-n-ft:uetopynnue
sulfamates TDPIE«’MD

-t
,

30
2,314 ,5bis-0~{ l-nthylethyudom)-I-D-!netwynnuo
nethylsulfanate; or .
{1,2,3,4=tetrahydro-2-naphthalenyl )nethyl ln].f-ie acid
15  ester.
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7. The sulfsmate of Claim 6, vherein said sulfamate ia
2,314,5-bis-0-{1-nethylethylidene}-8-D-fructopyranoss
sulfanate.

9. The sulfapate of Clainm §, wherein said sulfamate ia
(1,2,3,4-tetrahydro-2-naphthalenyl Jmethyl sulfanic acid
aBter.

S. A pharmaceutical conposition comprising a sulfamate o!_
& pharnaceuntically-acceptable ecarxier.

10. The pharmaceutical composition of Clain 9, wherein
said pulfamate is present in a unit dosage snount of about
10 to 500 milligrams of the sulfanatas.

11. A sulfanabe according to eny of Claims 1 to 8, or a .

nmummummmbMScrmm.
m:amhmﬁdmmmam

12. A chlorosulfate of the formanla RCH,050,C1 or an
axidosnlfate of the formula RCH,050,7, wherein R is of the
following formmla (IXIX)s

. _ _ ; (111}
n : e
..Qh .
L Koo Ry .
wvharein
P S LR N ] ~ hyy

Rys Ryy R, and Ry are indspendently hydrogen or lower
alkyl and, when X is CH,, R, and R; may be alkene
groups joined to form a bensene ring and, vhen X is
oxygen, Ry and R, and/or R, together msy be a

- methylensdioxy gronp of the following formmla (IXI):

" el " ) ; -r_: - r i
Ry X 9 . o - e, - _-_1-?2..1'. s k]
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{11)

vherein

. Rg and R, are the sams or different and are hydrogen,
lower alkyl or are alkyl and are joined to forn a
cyclopentyl or cyclohexyl ring. '

gm
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13. A method of making a sulfamate according to claim 1,
comprising
(a) reacting an alcohol of the formula RCH,OH
with a chlorosulfamate of the formula
c1sozmm1 in the presence of a base, wherein
R is a moiety of the formula (III)

X
RS_Q nz (111)

and vherein X, Rl' nz. Ra. R4 and Rs are aa
defined in claim 1, or

(b) reacting an alcohol of the formula RCH,,0H
with su.lrurylehloride in the presence of a
base, to produce a chlorosulfate of the
formula RCH,080,Cl, wherein R is as defined
above, and

(1) when R,, in formila (I) is hydrogen
or alkyl, reacting said chlorosulfate
with an amine of formila Rllll-l.‘, or

(11) wvhen R, in formula (I) is hydrogen,
reacting uid chlorosulfate with a
notal uide or fomula mzoaoéna
and redueing n.l.d u:l.dowlfate.

14, A nothod of making a pharmaceuticeal composition
comprising mixing a sulfamate according to claim 1 r.lth
‘a phmaceutically—aeeoptable carrier.
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Bogota, D.C.,

Doctora:
Jimena Escobar Uribe

Apoderada

ASUNTO:

‘ 307

Industria y Comercio

SUPERINTENDENCIA

Oficlo _N'_; ) 11b8 7

Radicacién PCT N® 04-117654

Tramite 011
Evento 379
Actuacion 440
Folios 035

Con fundamento en o previsto por el articulo 43 de la Decisién 486 de la Comisién de
la Comunidad Andina, se le comunica que Ia oposicién presentada por el doctor José
Luis Reyes Villamizar, en su calidad de apoderado de Tecnoquimicas S.A., reine los
requisitos formales exigidos por la ley al momento de su presentacién.

En cumplimiento de lo dispuesto en la citada norma, se e concede el término de
sasenta (60) dlas habiles siguientes a la fecha de notificacién del presente oficlo, para
que haga valer sus argumentaciones y presente pruebas.

Notifiquese el presente oficio conforme a io dispuesto en el numeral 5.2, literal e), del
capftulo quinto del titulo primero de la Circular Unica N° 10 de 2001.

ALIX CARMENZA CESPEDES DE VERGEL
Jefe de la Divisi§h de Nuevas Creaciones.

El anterior requerimiento fue notificado por filacién en lista de fecha,

13 0CT. 200

Sede Centro: Carrera 13 No. 27-00 Pleos 2,5, 7y 10
Sade CAN: Tr. 40A No. 38-50 Conmutador: 3820840
Feax 382 28 85. Linea 0800-010 185

Web: www.alc.oov.co e-mail:
Bogoté D.C. - Colombia



Industria y Comercio

SUPERINTENDENCIA

DIVISION DE NUEVAS CREACIONES

RADICACION EXPEDIENTE No 04-117654

EL EXTRACTO DE LA PRESENTE SOLICITUD DE PATENTE DE INVENCION

PCT FUE PUBLICADO EN LA GACETA DE PROPIEDAD INDUSTRIAL No 562

DE FECHA 31 DE MARZO DEL 2008 EL TERMINO HABIL SENALADO POR

LA LEY EXPIRA EL 05 DE JULIO DEL 2006

NOTA: Dentro del plazo de los ssis (8) meses sigulentes a partir de la fecha de publicacién
en la gaceta de Propledad industrial, deberd solicitar y cancelar el examen de
patentabllidad so pena de que la solicitud caiga en abandono, de acuerdo con lo
establecido en el Articulo 44 de la Declisién

486/2000.

SE PRESENTARON OPOSICIONES POR PARTE DE TERCEROS.
SI X NO

Bogota D.C, ENERO DE 2007
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SUPERINTENDENCIA DE INDUSTRIA Y COMERCIO SCM

RADICACION: 4-117684 EDICTO No. 2609
LA SECRETARIA GENERAL AD-HOC
HACE SABER:
Que este Superintendencla profirid Resolucién No. 1168 de 29-ENE-2007. Que el contenido de la parie resolutiva es como eigue: El
Superintendante de Industria y Comenclo.
. RESUELVE
ARTICULO PRINERD: Declarer sbandonada a soiciud de privilegio de patarie de
invencidn que enind an fase nacional en virlud del Tratado de Cooperacién en Materia de

Pataniss (PCT), de acuardo con iss azones expuesies en ia perte considerativa de ia

ARTICULD SEGUNDO: Notificar parsonaimants el contenido de la pressnis resolucidn ala

doctora Jimena Escobar Uribe, 0 # quien haga sus vacas, en su calkiad de apodensds da
Ortho — McNell Pharmaceutical, Inc., entregéndole copla de la misma, advirtiéndole qua
Superinlendanis de Industria

contra alla procede ol recurso de reposiciin interpuestn ante el
y Comercio, el momento de Ia noftficacidn o dentro de los 5 dias hiblles sigulentss a olla.

NOTIFIQUESBE Y CUNMPLASE
Dada en Bogotd, D.C..alos £ ENE 2007

EL SUPERINTENDENTE DE INDUSTRIA Y COMERCIO,

DE INDUSTRIA Y

Para notificar a los Interesados, se flla of prekbnta”EDICTO an lugar vislble al pablico an la SUPERINTE
COMERCIO, por el tmino de (10) diez ces jdibig coniados a partir de las 8:00 a.m. de hoy.
Secretaria General Ad-Hoc 13-FEB-20 ‘, Este adicto se desflla hoy 26-FEB-2007 a las 4:30

Secreiaria General Ad-Hoe
EDICTO No. 2800

http://10.20.1.11/Documentos/ApEdictos/edictos.php?fecha=13-2-2007&kini=120 12/02/2007



